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C(0)NHRl4 




II 



AB The invention relates to benzofused heteroaryl amide derivs . of 

thienopyridines (shown as I; variables defined below; e.g. II) and to 
prodrugs or metabolites thereof, or pharmaceutically acceptable salts or 
solvates of said compds . , prodrugs, and metabolites. The invention also 
relates to pharmaceutical compns . containing I and to methods of treating 
hyperprolif erative disorders in a mammal by administering I. Inhibitory 
activities of >200 examples of I are tabulated for a number of tyrosine 
kinases. Also, pharmacokinetics of 19 examples of I in mice and metabolism in 
human liver microsomes were analyzed. Although the methods of preparation are 
not claimed, 140 example prepns . are included. For example, II was prepared 
in 5 steps starting from 3-methoxybenzenethiol and bromoacetaldehyde di-Et 
acetal and involving intermediates 1- [ ( 2 , 2-diethoxyethyl ) sulf anyl ] -3- 
methoxybenzene, 6-methoxy-2-methylbenzo [b] thiophene, 6-methoxy-2~ 
methylbenzo [b] thiophene-3-carboxylic acid methylamide, and 
6-hydroxy-2-methylbenzo [b] thiophene-3-carboxylic acid methylamide; the 
last step comprises reaction of 7-chloro-2- ( l-methyl-lH-imidazol-2- 
yl) thieno [3, 2-b] pyridine and 6-hydroxy-2-methylbenzo [b] thiophene-3- 
carboxylic acid methylamide (40 %). For I: Y is NH, 0, S, or CH2; Z is 0, 
S, or N; R14 is a C1-C6 alkyl, C1-C6 alkylamino, C1-C6 alkylhydroxy, 
C3-C10 cycloalkylamino, or methylureido group; R15 and R17 = H, halo, or a 
C1-C6 alkyl group (un) substituted by >1 R5 groups. R16 is H or a 
C1-C6 alkyl group when Z is N, and R16 is absent when Z is 0 or S; Rll is 
H, C1-C6 alkyl, C3-C10 cycloalkyl, C(0)NR12R3, C(O)(C6-C10 aryl) , 
(CH2) t (C6-C10 aryl), (CH2)t(5 to 10 membered heterocyclic), (CH2 ) tNR12R13, 
S02NR12R13 or C02R12. Each R5 = halo, cyano, nitro, trif luoromethoxy, 
trifluoromethyl, azido, C(0)R8, C(0)OR8, OC(0)R8, 0C(0)0R8, NR6C(0)R7, 
C(0)NR6R7, NR6R7, 0R9, S02NR6R7, C1-C6 alkyl, C3-C10 cycloalkyl, C1-C6 
al kylamino , ( CH2 ) j 0 ( CH2 ) qNR6R7 , ( CH2 ) tO ( CH2 ) qOR9 , ( CH2 ) tOR9 , S ( 0 ) j ( C1-C6 
alkyl), (CH2) t (C6-C10 aryl),. (CH2)t(5 to 10 membered heterocyclic), 
C(O) (CH2 ) t (C6-C10 aryl), ( CH2 ) tO (CH2 ) j (C6-C10 aryl), (CH2 ) tO ( CH2 ) q ( 5 to 10 
membered heterocyclic), C(O) (CH2)t(5 to 10 membered heterocyclic), 
(CH2) jNR7 (CH2) qN R6R7, ( CH2 ) jNR7CH2C (O) NR6R7 , (CH2) jNR7 (CH2 ) qNR9C (O) R8, 
( CH2 ) j NR7 ( CH2 ) tO ( CH2 ) qOR9 , ( CH2 ) jNR7 ( CH2 ) qS (O) j (C1-C6 alkyl) , 
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(CH2) jNR7 (CH2) tR6, S02 (CH2) t (C6-C10 aryl) , and S02(CH2)t(5 to 10 membered 
heterocyclic). Each R6 and R7 = H, OH, C1-C6 alkyl, C3-C10 cycloalkyl, 
(CH2) t (C6-C10 aryl), (CH2)t{5 to 10 membered heterocyclic), 
( CH2 ) to ( CH2 ) qOR9 , (CH2 ) tCN ( CH2 ) tOR9, (CH2 ) tCN (CH2 ) tR9 and (CH2)tOR9; each 
R8 = H, C1-C10 alkyl, C3-C10 cycloalkyl, ( CH2 ) t ( C6-C10 aryl), and (CH2)t(5 
to 10 membered heterocyclic); t = 0-6; j = 0-2; q = 2-6; each R9 and R10 = 
H, 0R6, C1-C6 alkyl, and C3-C10 cycloalkyl. Each R12 and R13 = H, C1-C6 
alkyl, C3-C10 cycloalkyl, (CH2) t (C3-C10 cycloalkyl), (CH2 ) t (C6-C10 aryl), 
(CH2)t(5 to 10 membered heterocyclic), (CH2 ) to (CH2 ) qOR9, and (CH2)tOR9; 
addnl. details including provisos are given in the claims. 
IT 638217-13-7P 638217-23-9P 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); RCT 
(Reacfant); SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); RACT (Reactant or reagent); USES 
(Uses) 

(drug candidate; preparation of benzofused heteroaryl amide derivs. of 
thienopyridines as tyrosine kinase inhibitors useful against 
hyperprolif erative disorders) 
RN 638217-13-7 CAPLUS 

CN 3-Benzofurancarboxamide, 2-ethyl-6- [ [2- [ [ (3R) -3-methoxy-l- 

pyrrolidinyl] carbonyl] thieno [3, 2-b] pyridin-7-yl ] oxy] -N-methyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



O 



MeO -" 




NHMe 



O 



RN 638217-23-9 CAPLUS 

CN lH-Indole-3-carboxamide, 6- [ [2- [ [ (3R) -3-methoxy-l- 

pyrrolidinyl] carbonyl] thieno [3, 2-b] pyridin-7-yl] oxy] -N, 1, 2-trimethyl- 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



t 
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638217-09-1P 638217-10-4P 638217-16-0P 
638217-21-7P 638217-22-8P 638217-24-0P 

RL: PAC (Pharmacological activity); PKT/' ( Pharmacokinetics ) ; SPN (Synthetic 

preparation); THU (Therapeutic use);'Bl/oL (Biological study); PREP 

(Preparation); USES (Uses) j 

(drug candidate; preparation of benzof used heteroaryl amide derivs . of 
thienopyridines as tyrosine kinase/ inhibitors useful against 
hyperprolif erative disorders) 

638217-09-1 CAPLUS 

3-Benzofurancarboxamide, 6- [ [2- [ [ (3/k) -3-methoxy-l- 

pyrrolidinyl] carbonyl] thieno [3, 2-bJj pyridin-7-yl] oxy] -N, 2-dimethyl- ( 9CI) 
(CA INDEX NAME) 



Absolute stereochemistry 



MeCT 




NHMe 



RN 638217-10-4 CAPLUS / 

CN 3-Benzofurancarboxami;'de, N, 2-dimethyl-6- [ [2- ( l-methyl-lH-imidazol~2- 
yl) thieno [3, 2-b] pyriclin-7-yl] oxy]- (9CI) (CA INDEX NAME) 
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0 



C— NHMe 




RN 638217-16-0 CAPLUS 

CN 3-Benzofurancarboxamide, * 6- [ [2- [ [ (3R) -3-methoxy-l- 

pyrrolidinyl] carbonyl] thieno [3, 2-b] pyridin-7-yl] oxy] -N-methyl-2- (1- 
methylethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 



MeCT 




0 



RN 638217-21-7 CAPLUS 

CN lH-Indole-3-carboxamide, 6- [ [2- [ [ (2S) -2- ( hydroxymethyl ) - 1- 

pyrrolidinyl] carbonyl] thieno [3, 2-b] pyridin-7-yl ] oxy] -N, 1, 2-trimethyl- 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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IT 638218-72-1P 638218-74-3P 638218-93-6P 
638218-95-8P 638218-97-0P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of benzofused heteroaryl amide derivs. of thienopyridines as 
tyrosine kinase inhibitors useful against hyperprolif erative disorders) 
RN 638218-72-1 CAPLUS 

CN 3-Benzof urancarboxylic acid, 6- [ [2- [ [ (3R) -3-rnethoxy-l- 

pyrrolidinyl] carbonyl] thieno [3, 2-b] pyridin-7-yl] oxy] -2-methyl-, methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 



MeO " 




OMe 



0 



RN 63821^8-74-3 CAPLUS 

CN 3-Benzof urancarboxylic acid, 6- [ [2~ [ [ ( 3R) -3-methoxy-l- 

pyrrolidinyl] carbonyl] thieno [3, 2-b] pyridin-7-yl] oxy] -2-methyl- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
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MeO " 




0 



RN 638218-93-6 CAPLUS 

CN 3-Benzofurancarboxylic acid, 2 -methyl- 6- ( thieno [3, 2-b] pyridin-7-yloxy) 
methyl ester (9CI) (CA INDEX NAME) 



0 

II 

MeO-C 




RN 638218-95-8 CAPLUS 

CN 3-Benzofurancarboxylic acid, 2-methyl-6- (thieno [3, 2-b] pyridin-7-yloxy) - 
(9CI) (CA INDEX NAME) 




RN 638218-97-0 CAPLUS 

CN 3-Benzofurancarbonyl chloride, 2-methyl-6- ( thieno [ 3 , 2-b] pyridin-7-yloxy) - 
(9CI) (CA INDEX NAME) 
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